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wmm 

5 

io ^mumm^m^mn^, s mmmz\mmm<DmMmmm(DT7?--5-y 
&ffoz.£^ mmmzmmi?$>z>o 

^z\^,m^w-m\zmM,r^rc&<DBm^m,mizM^^m^m(D^^(Dwm, 
mmmomMmm^\zm^^>m^m^(o^mizm^rcm%mmmM<D^<Dm 

15 

/0^^mot> §&M®LMist£m%k, mmmmxffimifflkmz& 

^TFibrilliii2itfcTf (£AT> FBN2it^<i:fBTJl £ h&2> 0 ) ifi. ^mtlEftMm 

^zsjE^mm^tit^vx^Mizm^mm-v^jUh^tix^^r.t, ^-lt, 
20 ;®mmc:fe^T,Fibriiiin2^^ 

miz{g,^z\t&n,mv, i£*>\z, mmmw\zDNA^jvit^m^m^^L^z\t 

25 (i)m%mmm^o^mz^^n^?ibTiumm^(D^^Mtmmxit^:n\zm 

(2) mfeznrcmm*^Mmmx\ttn\zmmMm*&z>mm&t, nmt&it 
z\ <h{c«t ynznzmmz&^zmm&fc<Dffifcm*mfeTz>m-j:m 
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5 ( 1 ) Pfia»«&fe*fiD*ft#:^*tL*Fibri 1 1 in2jtfe^©* ^WblBftSaiJfeT* JB 
— US, Rtf 

15 mj£§Sf~£tt3!®i«©^ ; 

20 10. jte^o^^WbiMW*, aKJte^^^n^-^-fi^ #«IR£gif£Xte:j© 
iR^K&S&M^Jl^C^arrS— ^±05' -CG-3' T^^nS^^SB^J^©^ 

1 1. »lI»-e^oT, J^O, 3S*tJ»J»*T?*SJlt&4*l»i:^-SS(r5il o 

25 12. fc^^SSJWbJBflW*, aKJte^O^D^-^-igi^lc^SfeftaEBB^Il^t' 

1 3. Mfc^o^Mtmmtf. mmm.fc^(D4mmm®x\mmmm-&z>mmm 
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wwfcflEftr*— oj^±<7)5' -cg-3" 'VT&'ZtizmMm&woz' b^xot^jutm 

±<D5' -cg-3* ^R^ns^Ma^©^ h ->>©;* ^;wfcM^T&&;i££^ffc£ 
5 -rzmm i £4t®msj&& ; 

1 5. El^HiSaiTfeoT, fro, flS*t#«ia5T?»-5i:t&#l»i:i"2»tCr^l 4 
16. i||ftft«fi*©ft#:CD||ftltSff«t«*feTifcoT, 

1 7. Fibril lin2Jt^ s -©^5 i ;WbiSftfcffiMilfil3&«*SJ&Slflt*^ Fibrill in2iH5 

1 8. Fibril lin2Jt^CD^jg^©S^ ^i«e?0^1t©I*e»5 ^ 1 4 
«M*£"rstHnJi 1 7 fa»<£>Mfi#*fc ; 

1 9. Fibril 1 in2afir?OS5M<»©«^ aKjie^niRjg^©*!?*© 

20 2 0. Fibril Hn2jte^©5ISa*{l^TSIB**Wt-S*H©a5R^T*oT,. 

(1) SSSBJfe^^tlM^^M^'&S^-XS, 

(2) sg-x^g (i) mz, mfcmfflmz'£&n%>¥ibrmin2m.teT<D5£mmmm& 

( 3 ) j|IS$*afc»3g«4»©* £*f J8t t. £Jfc$SrT Z> ztlz&V) fsnsnscs^t 

25 #gM&Rj&^r-r SFibri 1 1 in2it6^<Z>#83i£{£irr3f^ ^l"Jft5^HlS 

2 1. jSIHJ&^NBStni&7%«c^:«4M^'r«ilirq|2 oe«Oj«SR^n£ ; 
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&mM: 2 3. f^i^tLT, Fibrillin2(DT^/mS3^J&=i-F-r^^^@H^J& 
5 2 4. JSt-*— itm ;*3S»Wfc£nfcFibrillin2»^<D&ffl ; 

2 5. xmm.iM'?—*— z.£&&wl£-?z>mim 2 4mm<Dmm 

2 6. 0Ta5§(i:^ff^n5^i«?L«J^©#:|^{C^^>m^, Fibrillin2jl^^(D^ 

io 27. mmmm-c&z>zt&<&wizi~rz>Mm2 emmomimm^m ; 

Elite, th**OTO (IE3f) P1fi:&i«* (HPDE-4/E6E7RtXHPDE6-E6E7 
15 c7) H.tfBmMM$&W7m. (BXPc3, HPAF-IK Capan-2, MiaPaCa-2, Hs766T. PANC- 

ikx^hpao frzmmtsti. mmmfcmi-bvy&mwisnrcyy&mA&^ti 

ftlili LTPCRSrfr lr>, PCR^OPCR^^^T^P-7,^;l/«^lbT^^bfe 
^Sr^bfeiaTf ab«.o ^MU^:^aflg(D^M^±gl5^b^:o HPDE4/SssI £13 

ntcm\z. HPDE-4/E6E7cDy / adna* ^ ^;Hb^^ss s i Tjaa tr# <s ^-i^dna 

20 &*t„ V-X ^^^;Hb#^«J^^-r^-^^fcPCR©PCRS^ ; 1^->M 
, ^5 i ;Ht#^^^-l'^-^fflV^PCR(Z)PCRS^o 

S^nfcyyAD^A^^tl-^nMMibTPCR^frV^PCR^CDPCR^^Srr^n-X 
25 Wlim^iSlT^^b^igm^^b^ST^^o Casel~Casel2te, bfco C 

JBVifcPCRcDPCRKJ&^o 
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mz\$. tb&Jk<DBmBM!&fti7m (BXPc3, HPAF-IK Capan-2, MiaPaCa-2, H 
S766T, PANC-l&CJCHPAC) JRXPfilfcfc 0$lf±&*fflfl&tfc (HPDE-4/E6E7R?>*HPD 

E6-E6E7c7) fc&V>TFibrillin2^fc^<£mmi;:&&1-3DNA£Real Time PCRT*! 1® 

04«> 7F?E4£ (iE#) JP^_h^JSaH&«c (HPDE-4/E6E7) , Rtf, ^JWbBafl 
T&£5Aza-dC£, 0, 0. 5 MMXtel juM©»flraSinb&fc h £&®J$lftlBUft*K 2 « 

(PANC-lRtfHPAC) tC*3ViT^ Fibril lin2jt^<DmRNA(C*5($*r £DNA£Real Time 
PCRTfilMBUT«SnfcPibrillin2flte : 3 t «*^bfcHT**. L-^^BBSCD^S ttf 
10 ^EKDgT^fc^b^Co fltttttt. Fibril lin2Jtt^?fi&GAPDffitfi^a*e|^bfcfil* 

15 *mw\$. fttiT — $j — turn ^^;Kb$n^F 

*56WK:*V4T*7— jte^t ttl Vi e»n^Fibri 1 1 in2Jtfe^t LTtt, Mx. 
tf, Fibrilli^jftfc^O^fR^^ (non-coding region) RtftMRfigifc 5V 

20 5. t hS^OFibrillin2Jt^<D±^Sia^Ji J en{c:3— F$tl^> 

T^KE^U** #J;lfc£, Genbank Accession No.NM_001999^fcfBf££rrC^£ 0 * 
fe, th**©Fibrillin2jte : ?©#aiR««B:tWBIRfiB« (3—^ £ 

25 BB^J«> M;U£> Genbank Accession No. AC113387^fcfBic£tlTV*&o Genbank Ac 
cession No.AC113387teflB*$nS#MB^JK::feVvr, m%-\£. k h ft^OFibri 1 1 i 
n2jie^©X^y > 1 ©&SI2?iJkL :&S#^119656~119910k:^2ftTl^&o 
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©##pWWb£n££V>3^fea**S. np&SUBrt&S*©* 09*.fc& Fibril lin2Jtfe 
> DNA©*^;Wb#EflfrfcJU 5' -CG-3' T^StlS^gBB^J (Cft^b^&^U G 

^^;Hb$tlS. tot, DNAOpWWfcOttJBfii, DNAtttt)> frbV>2ifE. 

©DNAic-tofesgifrjui^nsjittc^a. 

15 

m^b ~> ^)Ut £ tlT S A yn-f H ©#J£-« $ *l& . 
20 j ttt, M^fl Fibril 1 in2jft£^©f£M#J©* UO^ttfctt, Sttfltfir?© 

25 tTIJ, ^J^.H ftlM 
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Ammm-v &mm®fr zmfr-z ntcmmmwi <mm&st*) $> n& z. l 

A£tt£BT£o 

ii0m^^iiffliias5[$©DNA^^-r^cit^T#, Pii^«^©^$ffl^ 
25 #v>t> #iffi£n*:DNA£. vt^Mt^ v ^>^mm-r?>umtmm^'&rz.^ 

h5/>tt, Fibrillin2afe^©yP ; E-^-«S^ #«!Rffl*&Xtt»lRMc C=J-^ 
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z\z\x. Fibriiiin2jft^©^n^-^-^^ mmmmmiummmM (^3-^ 

5 t hft3fc<£>Fibri 11 iitfjt'&^X^ V > 1 £, -^CD 5 ' ±dfttel&«-f 

^J#^n?S$n5tSffi^J (Genbank Accession No. AC113387fcfS^$tl§^SfiS 

£n&„ @a^J#^-lT^$nS*iSBB^I^feViT«, t hE&5fc£>Fibrillin2jfrfS^<£> 
10 X^V>1<Z)^S@B?<M, l^*#-^1091~1345{C^$nTV^o @H^J#-^ 1 

^mmm^\zw^T^c^^n^mMm^(D^b^>\t, mx.& nil 

^^(Dmmmz^^xm^^Mtmm. (fiP%, mt^MtWlM (hypermethylatio 

n) ) ^-r. s 6>KjM£#ji;:fciu mmmmmiz^x^^-Mtmm^m^ 

i:LTH 0>J?UX M3^J#-^l-e^$n^>4IS@B^J^^ViT, i&*#^t679, 687, 6 
15 90, 699, 746, 773, 777, 783, 795, 799, 812, 823, 830, 834, 843^T^$ta^> 

(bisulfite) ^fflV^C^tf §. HSWttt, ^^Mt 

fc£, *-r^KPNA&T;P*U»«t (PH9-14) M«7K^± h *J # A 

(bisulfite) : Mxfc?, *tftft3M) ^T^10~16B# 

25 n c— i&) sgg, ssr-ems-r^o sjs£4sst-r&fcae>, 95*ct©&&£\ 5o°c-^cd 

£1 0-200!^ 05gT£<ht>l±BfS£o ^^;Hb^tlTV^V^>h5>>« 

^5>;i/«m^n, —jj. *^MkznT^%isbis>fe07isMz^t&-£n-ir, 
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5 ^n^*nii«n^>-^(D^^;wb^w^^-i'x'-Srffiv^pcR (ot> *^M\zm 

10 tfcfEf ) ££fT5. 

±fBPCR£*>^T, ^^;Wb#^^^<V-^ffl^^PCR<D^ Kite* ffi 
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«£ Y) Mtftm C tt, F i br i 1 1 i n2 Jtfe^© ;* 5-)l{£MM ft * 3\> WfcftS W PCRt« 
•T*fe«>07 r 9<^— tt, #J;U;£, Fibril lin2Jtfir?©^0^:— ^— #^fR£B 

#^lT5S£ft£^^BB^Jfc:feV*T:&S#-*t679, 687, 690, 699> 746, 773, 777, 7 
83, 795, 799, 812, 823, 830, 834, 843^T^^n^ 5s h ->>ft 1 fiUr^tf&^SB 

io <#^^;wb#^y^-r^-> 

Ul : 5' -TATGGGAATrTGTTGAGTTTTGT-3* (BB#]##2) 
U2 : 5' -AACCAACAACCCCAAACA-3' (@a?U#-*§- 3 ) 

Ml : 5 ' -GGGAATTCGr CGAGTTTTGC-3' (1B^J#-^ 4 ) 
15 M2 : 5'-AACCGACAACCCCGAACG-3' (IB3?a##5) 

*^;Wb#ftWPCRfc:m*£KJ£tt£:bTtt, 0U*-fc£, ^M£T3DNAft50ng£r, 1 
Opmol/AtKD^^^-r^— }&Mft#ltf l<h, 2.5mM dNTPft4jul£, 10XjMf*&(10OmM 
Tris-HCl pH8.3, 500mM KC1, 20mM MgCl 2 ) ft2. 5 u 1 »f»DNA#U ;* 5— if 5U/ 

20 m i fto. 2m i i^jm-a-u, z\razmmmffl,7k%bQ%.xmm&25 u 1 £ bfcRj&«ft $>tf 

R«*#tlT& MIB©cfc5&£j«ft, 95t:fcT10^|ffl«jabfe», 9 

5t:fcT30|^F H mv^T55~65r^T30#P^$e»}C72t:{3T30#P^^l^^;l' < h'r^) 

ft 3o~4o-9-r & )vn 5 0kW&$> vf s n% . 
25 jto&>*pcRftffo #e»tife«i*B^«i©*ftittt-r*. M*-fc£, *^;Mb4#M 

W ^ 7 -f V - ft /8 V ifc P C R £ 0 * WfciftSW y 5 -f V — ft ffl ^ it P C R Tf# 6 
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5 ar, ate? «k:m ut2 tesm©^©*^^^^ %>fcm-«*i«*ii&©j£*j&* 

£©£5&#}4to£, — JRlC^5 t ;^1*IWSJPCRt'blftfn, Herman*, (Herman e 
t al., Proc. Natl. Acad. Sci USA, 93, 9821-9826, 1996)^C,£ DfRftStTTV* 

15 T&So 

^zi©^ffitb^«fra*©DNA**^^;PYb^h^>*#H»T*^iig5tt 
•Ztttik, iDNA SrgtM £ bT«Wf MM Z> 9 s h 9 s > £#tf D NA^PCR. 7? it 

fiu »&n*«w^«©^S3^j&ia»»fc^-r«^&»w r sc:«i:^*z?^*. 

»jitti^DNA^sn§) &ftffi~?z>t. MM^fDDNA^mvrxm 
25 ii0aBia^©js«fflflSft^©DNA^*ff sctra, mijg^oiifg, 

„ ^DNA^StUT> Fibril lin2jt^©^P ; e-^-^> 
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mmm (3-5^ >^«*> (Dm.mmm*\zft&?z-^±<DCpGx*zft,z>m.m 
'&znzmmmm<Dmmmm*mmmzmffi~Tz>o 

5 ilT, Fibrillin2jte?O^D ; e-^-|g^ #$31R^XteSSlRM® <3— "5 s 
fch&3fe©Fibrillin2»e^©X^V>l £, ^©5' ±!3ttftft§^DE-^- 

^J#^17?PK£ftSt^fiI3?!l (Genbank Accession No. AC113387^fa^$tl5>^SIB 
10 ^J©^»#^118801~121000T^$n^^SIB^JcDffiMWI3^J^ffi^-r§o ) 

StlSo @B^J#^-lT?^$n^>itS@3^J{C*5ViT^ t hfi*(DFibrillin2iB:^0 
X^V>1<£>:&S@2^J«, ^S#-^1091~1345^$nTV^ o I2^J#-^ 1 T?^$tl 

^^n^^lB^J^^ViXCpG^^^T^^^fc^-r^CpG*©^ h 

M (hypermethylation) ) S^t. £ S KjyfcWfcte, mmmmmzte^X *^Mk 

Mm&M^>hi/>z:vxu, wx.\& mmm^ix^ztiz>M.&mmzjsv*Ts m. 

S#-Jt679, 687, 690 > 699, 746, 773, 777, 783, 795, 799, 812, 823, 830, 834 

, m^x-^ns^ bz/>&$>tfz>z.£&x&z> 0 

20 

te, ffiffittM£?&CpG*(Di/hi/>*^i£m^5lzMfe-?Z>o ^-lt, 
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^Wfc^tlTV^&V^hv^ (CpG£^£ft&V^>hv» 

^-Mmmm^9^^-h, ^ hiy>^^^Mt^nx^r^m^o)m.mmm c^x 
(Di/b^ytfv? zy)vt.u^rc.mMmm) t.frfr*&mm\ztt\sxmmmtmMm 
mz^n^n^T &~tt<D#*^Mm^m??^ t&mmrza z\<Dm&, ± 
is© p c r iz\z, ^ ^wttoftWr/^-f ^;Wbttfttt:/9-f ^— **■ £ £ 

15 fifoI^UT^^S, 

flMI (bisulfite) #&JBV>3 Hi^T?**. H*fc, ICSftJlCte, *?~Mk 

^v^xD^mm-r^uM^m^x^^o 

20 

&~rmmM&T)i<f)vmm (pH9~h) ^xmmwt^m^hvy^m(Dmmm 
mm (bisulfite) mm*p<Dmm:MXtt. nmmw) mxmo~~\mm c— m> 
mm. 55"CTMffi*r^>o sjfc&flejrrsfcfc* mx:x<d^&£, so'cto^js^io- 
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& V) Jt^ftjlcte, Fibrill in2m^O^^;Wb^^^SB^JOtt^W^-eiBIS 
5 •tZTctbCD'f^'i ^— te, Fibril lin2itfe : ?(DyD^-^-^^ #f@lR^ 

(3— 5^>£^&) (C&&^S@B^JftlC#ftT&CpG*<Z>>h >-> 

mmx^n^m^dmz^xmM^im, 1501, 1525. 1535, 1539, 1555 

10 , 1566, 1569. 1595. 1599. 1606, 1619, 1621, 1626, 1647, 1650, 16575^1669 

^•ry^-r^-B i%.zfB 2&m^z>t.m&mm oi^s#-^i442~i692-e^$ 
nzmmmm &*-r ^ d n a ©b i su 1 f i t emm&ommmm £ wr & dna (25 1 bp 
) ■Amm'&nzo m^^^^-m*. m&mmx*t£nz>mMmmz&^xm.mm 

15 -^-1499, 1501, 1525. 1535, 1539, 1555, 1566, 1569, 1595, 1599, 1606, 1619, 1 
621, 1626, 1647, 1650, 1657Rm669T^£n3>' h ^XD^Mtm^M^^> 

tz&<D~??^^-t. vxm^&z. £&x%z> 0 

Bl : 5' -TAGTTGGAGTTTAGAGTTGTA-3' (ga^J#^6) 
20 B2 : 5'-CTTCTCTAACCCCTACAAC-3' (@B^J#^7) 

VCMZ&tfZfcJfcmtls-at, $$M<fcT3DNA£25ng£, 20pmol/M 10#y 

^-f T— mffi.&&lPL It, 2mM dNTP£3/zl£, 10Xj^Sf?jg(100iiiM Tris-HCl pH 8.3 
, 500mM KC1, 15mM MgCl 2 ) £2. 5/£ 1 <h, ©ft&'ftDNAT^ U ;* if 5U/m l£0. In 1 

25 M-s-u ^nizmmmwK^ia^xmm^uithrcRj^m^^f^^t^xf^^ 

95^CT30#Fb^V^51 , CICT30^$ e>{C72 c C tT30#f^Sr 1 1M ^^fT^^ 
M-£30~401M #;i/fr5#MW&tf £*l£o 
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t, p c r t# e>nfeitinm^^-.a^:j»M^^^ t ux^ a - - >^uir# e> n 

20 ASrft&ttrrSo 
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mtittt&t'TZS' hz/>\*. Fibril I iitfit^O^a^-^-^, #1Sfi«^Xte 

CdT, Fibrill in2jt€^©yn^-^-<B«, mKIKttXttmttKtt C^-^ 
t hE&&©Fibrniin2jt^0X^V>l <h, f©5' ±^fc{4fiT^^n 

ffi«t*«fr*n*^/ADNA©«Sia^i*»wr«Jit^T?€r, <£D Altera:, @h 

^J#-^lT^$tl^>^Sia^iJ (Genbank Accession No. AC1 13387 tCfB*c£n£>i£Sia 
WO«Q6#^1188OW121000Tr^Sn*^^J©«»WB2Wfcffia*r*. ) 
10 Sft*. E^J##l^Sns4S£E^Jte:feV>Ttt, thfi*©Fibrillin2iS'g : ?© 
X^V>l©tta6BB2W«, ^S#-^1091~1345^$tlTV^. @B^iJ#-^ 1 

T^$nSigSffi^JtC^ViXCpG^JC#ffiTS^4 , ^#^t'SCpG4 , ©^>>'> 

15 IB (hypermethylation) ) &^*T. £ Sfc^ttWfcW:, mmffimmz&^T ^^JVfc 

S#-*§679, 687, 690, 699, 746, 773, 777, 783, 795, 799, 812, 823, 830, 834 
, 843^T^^n^>>-h->>^^tf^>C:<h^T^?>c 

^trift»E5fl**fcUT, pwwbSSW-Tv^ftv^ h->>^^^v;Hc^m$ti, 
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fiMffiSm^ (bisulfite) ^ffl^§^i^Tt§o H^t, SSWKltt, *^;Wb 

10 

fc£> *-fa*DIIAfer;V*U»» (PH9-14) T^ttbfem, h U V A 

mvmmmwzm. (bisulfite) mm^xDmrn-.m^t. mmmm &-vmo~im 

m (— Bfe) SS> SSttlltS. S^^it-T^fe^, 95t;TCD£tt£, so'cx© 
15 S/6*io-20iaiftD3g*rc:t , bm3fe«. £©J|l^ ^^wt^nx^&^v N 

fclfc C T, SIItt^Til $ tlfc D N A h. b Tig— ©#}£ 

P CR£fx 5 &-<fc ?5 SRDNA*^iai|BS1i:T*^Tt>«fcVi. 

^^U-^t^T^DNA(DmL^m-^Z\tiZ^D,m^mtrj:^iyh 

-»<d* ?-Mk<Dimm&mfetz> z\£&-vg% e 

25 

<£ 0 AflcWfctt. Fibrill in2ite^(D^^;HbM^&lil^T^fefe©yp — 
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fc^V>TifiS*-^679» 687, 690, 699, 746, 773, 777, 783, 795, 799, 81 2, 823 
, 830, 834, 843*T*Sns^h^>*lB4±*trt»E2W*aiteRth-rSti:*« 

<-feiy M> 

# ^ Wb#^#J :/ D — :/ : 5 ' -TTGTTTTTGGAGTGTATGGGAATTTGTTGAGTTTTGT-5 ' (6B#J 

*7-Mk%fMif®~J'U— 7 : 5* -TCGTTTTCGGAGCGTACGGGAATTCGTCGAGTTTTGC-3 ' (BB#J 
10 #-5f9) 

f¥ * 9\J Wb#^ W y P — ^ : 5 ' -TTGGTTATGTAATGTGTATTGTTTGGGGTTGTTGGTT-3 * (BB#I 
#■^10) 

^ 5 1 ; Wbft ft 69 ^D-^ : 5 ' -TCGGTTATGTAACGTGTATCGTTCGGGGTTGTCGGTT-3 ' (MM 
15 #-^11) 

/W^Uy<if— 5^3 >«, Sambrook J., Frisch E. F., Maniatis T. 

^, tl/ta^- ^D— zi>^^2|K (Molecular Cloning 2nd edition) , n— 
7s^fV>tf A — A — h U—f£fr (Cold Spring Harbor Laboratory pre 

20 ss) ^KHB«£ tl^il^cD^SCTCTfro £ <h/$n*#£„ A-f ^-fif— >a > 

J t\Z, 6XSSC (1. 5M NaCl, 0. 1 5M ^X>iHthU^A^t 

&mm&i oxssctr^) &<5&mm t t>-c4 5*cict/w^u^ h*^^*^ 

, 2XSSCT5 0 , CK:TiJfc#"rs«fc'5fc:*ft 1 (Molecular Biology, John Wiley & Son 
25 s, N. Y. (1989), 6. 3. 1-6. 3. 6) m&mf Z> Z. ifc^^y ^JC^S^Sift 

Mm, flatter, 2 xssct 5 ox:<D0kft (fi7hu>^i>'>-^tt) ^e>o. 

2 XSSCT5 0 e C*"T©*# (R7hU>^i»-^fr) *>61JRt*C <t^T 
Ve»Xry7\z&W&Mmz* MXtts (fiXh'J>yi»-^#) 
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10 $k&$>Vf&ZLt<bT?%Z>o 

20 tSv-h^Mt Fibrillin2it^©:/u^-^-fiH*it ^OT^&XfctfSlR^ ( 

JLdTN Fibrill in2Jte j P©yn^-^-««, MIR^X«1ffilR^ (3— 5 s 
25 t hS^CDFibrill in2Jt^©X^V>l 5 ' ±iOTt§yn^E-^- 

Mt^sn^yyADNAoisE^j^^tfs^t^, & y>&&mKLU. m 

1 T^^ns^SBB^J (Genbank Accession No. AC113387&Cfa*t£*l^>:&SgE 
^J©^S#^118801~121000T^$n^SS3^JOffiMWE^IiCtB^-rS. ) 
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20 

£>ft-5o E^«#lT3^$ns^a£BB^Jfc*ViTtt, t hft*OF i brill inZitte^GD 

fig (hypermethylation) ) Sr^T., £ ^Kl^WfctoJ:, iM»(l^^r^f;Wb 

S#-5f679, 687, 690, 699, 746, 773, 777, 783, 795, 799, 812, 823, 830, 834 
, 843^/Tf^ Z tlZ> is his >&$>tf Z>Z.t ffTcS Z> . 

10 

mm 2 i±n&r a mdna«^d rr $ ns . ^ 3^ wastes* w 

tt, Hpall, BstUI, Narl, SacII^&a&frfS H £j&*T#S. 

h $8ME?y fc*tr ^ ^; wt J8SttfMK#* * ftun $ -a-fc d n a tui 
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mX\*. fi2^J#-^lT^$n<5^@H^JiC*ViT^#-%42, 889, 1083T?^^tl 

io <t o mm^ h ^xD^Mtmm&mfeTz z. s. 

MtT, Fibril lin23te^fc**U SiWSi©i»i^fe^^DN 
15 A&7u—~?i=. LfclMf >/W y-T if— >a >£fr /W ^ XtfcDN 

20 

■kLt© J; 5 te&nxm&m^Ts mi&^E&3fc0tfe#fc^£n5Fibri 1 1 i n2j»e : ? 

«Ua*»&3teV^ £#0r $tl#*«SJ&:"ll?L»«bS*©4ft#:fc^*nSFibr i 1 1 in2Jt 
fc?<D*^)H&Mm (MM) ££it$fcbT, Mi«Jfc«K:«fc D#^nsHStcS^#M 
25 ffite#©«fcae&*ijjrr£. nt*LI&<»S*©*ft#:^*nSFibrllliii2«e 
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cz\x mitm <fctt, -mzmmfrm\z&\,*xmmtsnzm&£mmx$>^x. 

5 

Fibril lin2«fe^(D^^ mi%tem^M)&&&OMm^ffiMm<D&mz&^X<i: 

r)^mmmmm^(Dmmm\z^xm\ z.n\z. mmmmm^<Dmmm\z^xm 
m.&fcT<D*^Mmm-t)m^f£Sb\z, mmm.m^iEmzmmx^'f^r^m^:^ b 

15 tcmt^^Mummzmmmmm^mnm mz.& mmmvm) ^Mm^tit 
mrz>z\ t\z^ vmzn&mmizm^mifc&fcvmfcm&mfeTz z. <h^T#^ 0 

#§£HJfNffi;^?£<DSg-- Jimz&^X, m^W]%!}mte<D&cmz<£g.nZ>Fibri 1 1 in2 

20 ibr i 1 1 in2Mfc^<D^mMX&&jmk<Dm&mfeTttfe&&\<?Z> £ <££n?^£o 
SS^?BI^}C«> 0>J;lfc£, RT-PCRfcfe, y*?>~7uy htik [Molecular Cloning, Cold S 
pring Harbor Laboratory (1989) ] , in situ RT-PCR^ [Nucleic Acids Res., 21 
, 3159-3166 (1993) } , in situ/W ^Ui^-f if— ~>a NASBAg CNucleic ac 
id sequence- based amplification, nature, 350, 91-92 (1991) ] ^O'QftlfzJjfe & 

25 m^ti\*&\** 
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Snsi^fctt, &mm7u-7mibriUin2m.ttX.\X J £<D—m (Fibril lin2Jte 

^$n5^7-fT-H Fibril lin2ite : ?©*?fe«FS«Hci»i|B*C€r« 
^T^i-^^-r^— (S:sense, A:antisense) 

-*^vis^<P^wf5ns. UT;i/^-rAPCRj*©fcje>©s«RrflK3!8tb'r« 

S : 5 ' -GGCGAGGACAGCAGGAC-3 ' (@B?»J#-*§- 1 2) 
20 A: 5' -TGATATTTGCCCACTGGAACA-3' (@3#J#-*§13) 

*fc*«l^ffMlfi^feO»— XgldfeV^X, Hl?L»H»a*©*ft#:K:^*a*Fibrill 

Fibr i 1 1 in2itfe^C0S!lRj^#jT2& SFibri 1 1 in2^ >A^R<D:l;£ftiJ5rr 
25 *»frfSJlii3^T#*. US««l5£fc:«. Fibril lin2^>A*Rfc*frs*m 

¥±*l 207 O992)#ciB*sns-f A/yny hj*, ^2t»fcj:<&^«^ mm 

WL&m.Wtik (EL ISA ^) «©^^fe&fflVitlJi<kVi. 
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m&iz. Fibril un2?>/v?mztt'rz>ftg i m&imz, ^m&ywn&fimm 



zmmm mm) £&it®ii<x. ^m&mz&vmznzmmzm^mmtkfccDm 
itm&mfeTZo mz, ^mwmm<D&mz^n%vibrii\inzmfc^<D*?-Mk 
io mm\ziE<Dmmmm^^mmm^mmhiti^vxmnmtx}tM,<Dnmmm^ 



15 ^mMnm^miz^n^,?ibTi\iin2m^(D^9-juhm&x^n\z\mmmm^ 
20 mm<^nx^mmmmmm(Dmmm<Dmmm^y^hmmvx^y). *mwmm 



¥\bTinin2M^(Dmm^m^m%mm^(Dm^mM^ommz^x^ 
25 d t>#ii^«fflia^o^tt(c*5ViT{£Vio — '&m<Dmmmxh7jkt<£5\z, Fib 

rillin2m&^^£DNA^;Wb£lfi#T£^«£ra^ 

PJUMfla^ tt£F i br i 1 1 in2mfcT(D$£m WOUOX&TXlt^tUzft 
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3fc*5^VfcJ|#*jHJ:bTV>fcV*) Fibrillin2jte : ?, SliBtfi^©*?!**^ Mi 
B9»^©»S&^«tB#fcWr*«l («A.fcf, Fibrillin2jl;e : ?&;i'm&DN 
A*F)U{k&mB?*ton* Fibrillin2«e?©^5 t ;WbiiK«fi"F**a<»K) - 

M;U;£> Fibri 1 1 ln2m.fc¥<D*^)VfcmBi&fcT2&zm&m'T?%>Z> tW$& Zti 

M^^Fibrillin2m^iC^SDNA^^;Wb^^TS^M^l^aSi8ffl^©JS 
10 ^|ia^^*r-Sil^tC<fcD,Fibrillin2a^<D^ , a ; e-^-M^X«ri--^-i' >9 

mmz&>%> mwmn * § cpg* © h is > &jE&tm tmm\z{&* ^; wbtf 

^1 (hypomethylation) tU Fibri 11 in2^^<7)i|g^tjT&£inRM(D^*£*f 
OWTteFibri 1 1 in2jtt^©f81^rr&3Fibr i 1 1 in2^ >A°^K©f£Pi* 
^ii^:^-fr§ilt^T#^fc^-5o £fcM;U£, Fibri Hin2jt^3t«Fibrillin2 

iic#At?. ^ t \z <£ d , mmMMMmommmz&nzvitoi 1 1 in2^ >a*^®<z> 

Oi=D, *»WTtt, (1) t»ibt, Fibri llin2«fc^O^£{Eirr£ 
frSCfc^mtTSiaSSH'* (2) t»itt, Fibri 1 1 in2<DT5 /g£S3?iJ 

^\zmm^n^u^zLh^mWi^r^mm%m^x^ (toct, *56w 

25 

^mMm^m<Dmmtvx\tm^(DmM^n^mzmmt^^ z.<d& p&ss 
m> mmm. &7m&<Dmmzm®&ft&m&?%z\£\z&vmm^%z\£&T'&z 
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*&m$zmmz* ^(D^m*#mnmz\ihm<Dm$iW}m mx&zt: 
inwt^tsMtbTtt, mm (&t, m*i*k mm) m>&mtfz>z. 

o 

^^T, Fibril lin2(7)T5ymiB^J^n-H-r§^*iH^J^WT^>^mS:«^ 
^-£fJffiUfc«^#A^i£ (B^^X>X, 1 994^43 20 -45K> ^HfcE^ 

wj, 12(15) (1 994) > mmm^mm ^mm^mm^mmmm} ,^±n. (1996) ) mo 

Z>Z\titfX%Z>o 

20 ^\;i/^x^-r;vx, vp^-tv-ovt^ •tfyp^v^iix. #y 

^^tfX^-T^X^CDDNA^-r^XX^RNA^-r^Xfc, TR4X 
^;P7,fe^^^-^^Jfflbfe*^#A^<hbT«, flIAfcf, ^7X5 H« 

25 , T-i-^D-r >^x^>-3>^ u>m^;w^>^A^ xi^ hn^i/-; => 3 >&m 
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U ^(Dimm&fcPMzm-rex vivofe (B1^X>X, 1994¥4£ -5t, 20-45H> ^tu 
mm, 36 (0,23-48 (1994) , ^ifcE^iifU2 (15) (1994)) 3 £ <h^T^3 

o 

5 M#<£>in vivo*£<£M§£i£«U Fibri 1 1 in2©T$ J m@H^J§3- FT£±£S@E?iJ£ 

mmmm> mm, mm. ap*. mteftmzmtttz&v&ttzz.iitfi'v&z. 

io m^m-w&znzs mx\*. immm* &*mmmu mmm. mmmmm. ^ 
\^m<Dnnmm.^(Dmm^^) &B3^TS£tK:«fcD8«iTs;^£j&^#*. >&m 
iz®i*-rz>m& i-mm\zntmmmm^^\ > mmmmm&mM&omig 

15 ©M©^iTfi 1 i^f 5. 

*^^^«,Fibrinin2it^O^^{E^t-Sti*^T^%K^^ 
8n?&oT, (1) ^«{C^^«^M^ii-^m-X@, (2) Jg-I® (1) 
WIB^TO^Sn^Fibrillin2jl^0%?iBg^a$M^-r^^— IS, ( 

20 3 ) sue •znrc&mmywm tttmt zttrntz z.h\z&r> ^^ti^mmzm^^. 
*mmmmjj&om-j:m\z&tfz>mmffi.£VTfe, w\zmm^f3:<, m^mmm 

M^^W*L,<a5tf^tl^o jyfcftHCte, MM£. BXPc3, HPAF-II, Capan-2, Mi 
aPaCa-2> Hs766T\ PANC-h HPAC (£TATCC#> £> X^m) ^©&3JJ& t h &M<DB 
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©ft£i/r«, o 4 -io 8 aaia*nwr«k<, ^jio 5 -io 7 awisaws 

U\ *fcMWOilSi:bTH MftffiO. lng/ml^l00/ig/ml 
5 -Cfen«ck<, 15 1 n g/m 1 ~I?I5 0 m g/m 1 *W$L^. SiHacMftlS: 

^!RI^^^©m-X©(cfe^T^^$nfe^j£#>©ftfc^<h^^TS 
^t^i;D#Sn^^Sfc*^^^R^WT§Fibrillin2»e : ?0^^{Eil 

20 ^ifDititi^ (sp-fe, mmm^mmm^mm^^xt^m^) TOFibninn 
mte^ommmm mm) £*&&vt, mmttmz&vn *>n2>mm\z&-3& 

^^K^W^^Fibrillin2M^©^^#it-r^t^$W^i-^o 
K^^M^iir^m^*n§Fibrinin2ite?^^Stf«^M(^©m'&fC 
tt, ^#J«^^M^-&TV^V^^^*n^Fibrillin2jSe : ?^^#J*) 
25 i:tt:«flEbT?«ttnwr, ^^^K^ibrillin2jt^(D^^^jir^tg*^W , r 

sfcsij&r* eta***?**. btz/uttrntLT, ffimmzme>^mwm.*mmi£ik 
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10 Tte^^o 

^ifi^il 1 (!!?Ii5M^fc43tt^FibrilliD2Jt^©^^;Mb^©?i^m) 

b hfi^©#m^*fflJjai^7a[BXPc3, HPAF-IK Capan-2, MiaPaCa-2, Hs766T, PA 
NC-i;K.£ftIPAC (^TATCCM) 1 SATCC (American Type Culture Collection) (D%& 

&T?mmv?t&., &xmiLio l imm&M&zi 0 -ffl&t&m<k<D-j5& CAm. j. patho 

1., 148, 1763-1770 (1996) ) \Z ioTf^nfc« (IESD ±.&MJ®Mi 2W. 
(HPDE-4/E6E7R05lPDE6-E6E7c7) [cn^lt Dr.Tsao (Ontario Cancer Institute 
and Department of Pathology, Unversity of Toronto) *K • 
20 M5«#f^#a>5»£^HTifc3]*, ^*T50U/mL(D^^-> U >, Rtf, if«^T5 
Oug/mLOX hl/^ p h >: <'^r->>^iin^-feKeratinocyte-SFM, liquid (Invi trogen1±§5 

) £*gtfft£LT, iJ-^3>7;px>htc^§^-r^ilUfc^ a-*i&ixio 7 *tt£ii 

&£io Sfe6>tlfc^Bia^ SEDTAA 777 — [lOmM Tris-HCl (pH8. 0) > lOmM EDTA (p 
H8.0) , lOOmM NaCl] £1 0#^»JP^.fe^ itlS^t^T-fXl/fc, ^StlfciS 
25 GWilZ, proteinase K (Sigma) £500Mg/mk ^"r^^Wk^- h U #A£l!IS(w/v) fc: 
fcScfcSfcJDAfcSk £n&55 , C-C3m6l$rai^5bfco ^<h"5J^T^ MSfe®-^ 
^7ocy— ;i/ [1M Tris-HCl(pH8.0)KTffijftl] • ^ a D*;i/Aft& ffljUlbfc, TKjf^r 

0jru, dn^Naci*o.5Ni:^sj:"5iin^a, ^n^x^y ~)vn:mt^>z\L\z^ 
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Qtm&m®LVfto E|JR$nfcaaR*TE^y7T- OOmM Tris, ImM EDTA, pH 8. 0 
) IzMffils. £n£40tf g/mlfc:&£«fc < 5£RNase A (Sigma) ^MZ-XZlXZ-Vimm^ 

ab/to tKH^hjiru £noaci£o.5N<h&&<k5in;ifc^, cin^x^y — ;i/tt 

5 SrrSCtfciDttSt (^V^DNA) &0JKbfc. llIJK$nfefttiR*70H5X^y— 
U >XLWADNA^#fc, 

#e>nfc$VADNA&* MIMXBanHIlCTffiN&& Clark et al., Nucl. Acids. 
Res., 22, 2990-2997, 1994; Herman et al., Pro. Natl. Acad. Sci. USA, 93, 98 
21-9826, 1996fcf3m^n^felc2pDTM«7jc^hU»>ABSbfc e BP^, M 
10 IfifflltoyyADNA Gj$500ng) &a&ezKfc:»j!|bT20 jal^VADNAg 

&m&ZTC-Vl5ftm&MVrco Z.CDM&mz, 0.6mMfc: HD^y >(Sigma)«r^«0 
.5mM, M^tmTK^hU^A (Sigma) ^M^3. lMfc&£<fc5 fcSP^fe^ £n£95 

■C30#w, ^v^Tso c CTi5^^i-y--r^;ui:-r^^M^i5^-r^;vffofeo 

15 nfc$&fr>£> Wizard DNA clean-up sys t em (Pr omega) £/BV>TDNA£*Mlb 

fcDNA£50 m l©TB/t? 7 7 — K»#U ^nfcyfcfltfc^ h U >7 A£JMHftflE0. 3MK&& 

X^y— JWfcJTT* SOR (DNA) SrHJiRLfco 0JK:$tlfc?tM^2OMl©T 

20 

#5nfcDNA&#S!£U ^T^T#M^;Wb#^7 p ^<^-Ul^U2, Xfc*> 
^^;Wb#S^y^'1'- : <'--Mli:M2SrfflViTPCR^fTo^:o #M ^mHW^^-fT 
— Ul tU2t^ffl @B?iJ#-^ 1 <O^S#^677~847T^$n^^S@H^i 

*WT*DNA*biisulfite^3Sl/fc«©i»E^J*WT«171bp©DNAd^i|IE$n> 
25 ^^;Kb#a«jy^-T^-Ml £M2££&/fl bfc^fcfci, @E^iJ#-^ 1 ©i£S# 

■^•680-8477?^ 2 nzmMMFl D N A £b i su 1 f i t e#L SI b l£&<DW&Wffl & 
^•-T ^> 1 68bp(DDNA^JiiIig $ o 
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Ul : 5' -TATGGGAATTTGTTGAGTTTTGT -3' (gE#l#-*§ 2 ) 
U2 : 5' -AACCAACAACCCCAAACA-3' (@3^J#-^ 3 ) 

Ml : 5' -GGGAATTCGTCGAGTTTTGC-3' (@B^J#-^4) 
5 M2 : 5' -AACCGACAACCCCGAACG-3' (SB^J#-^ 5 ) 

^mm-r^rc^ £ir\ ^mt OEm mm±&mmm chpde-4/e6E7) frowns 

SbyyADNA05'-CG-3' £T£*^;WbL/i(DNA2)o £ne>DNAl:fe ^ZSDM2\Z^^ 

?CR<DfcJfomtl,Xfe. $HM£-r3DNA£25ng£, 20pmol/£t KD_tfB>^-f mffi. 
^r^-lMl^> each 2mM dNTP£2. 5p. 1 1, 10X^W^(100mM Tris-HCl pH8. 3, 500mM 
KC1, 20mM MgCl 2 )£2.5Ml£, Wi&f£DNA# U ^ ^— if 5U//U 1 £0. 2 At 1 ££2fg-g-U 
15 iin^MMM7K^ilB^T^»^25/zli:Lfe ! fe(D^fflV^o -kie<£>2M5F;Wb#M 
^^7-r-7-^ML.fe^{C«, ^MS^^, 95^^17 lO^W&aL-fc^ 95 
'C^TSO^P^ViTSgTC^TSO^^ &^72 < C{CT30#^^ 1 1M ^^tt^M 
^32+h<^;i/fr , 5^T ! PCRSrffofco £fc, ±tS,(D^9-JUtWm^^-<'^—^: 

ternvrcm-ertzte, mmRjfoWi&, M^zTioftrfiuuvrcm, 95"ckt3o#p^^ 

20 "r62'C(CT30#p B 1$ &(C72 < C^T30TO1^ 1 2 )V t~? Z> -&ifi£32+M' ^fr 5 
f^#TPCR£ffofc 0 ^ftlOi^fe, PCR£fr^fc^ ^"l>IM3 <£^t? P C R 

^rOH&m&m HZxkVfro khfi^TOb (IES) _L&*a»i< (HPDE-4/E6 
E7RtfHPDE6-E6E7c) CO^lC^T, #*^M\$$m$lZf^"( ftffiffl L^«-& 

25 (i/->u) {c«iti|ii$n^DNA(D;t>K^iS86e>n, ^Mt^m^^^^—^m 
mistime (1/->m) fc«iti|ii^nfeDNA(on>H^tii^*i^ofeo ^^x, b 

hS3fe©^^b J9i^±^^ (HPDE-4/E6E7&tfHPDE6-E6E7c) <D^\Z^ 

V>T> @H^I#-^l-r^^n^^*i2^J©^^-^679, 687, 690, 699 
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> 830, mRmwTr^n^n^zn&i/hz/ytex^Mtznx^m^tmwi^n 

£:» WBBBffi&7m (BXPc3, HPAF-IK Capan-2, MiaPaCa-2, Hs766T, PAN 

t^Tte, m^m^rl-Vm^tl^^mmoMMm^ST. 690, 699, 830, 834^84 

-fe>h£r#TA#] £-12#Hfc (Casel~Casel2) fc, SEDTA/^^^r— ClOmM Tris- 
HCl(pH8.0), lOmM EDTA (pH8. 0) , lOOmM NaCl] £l 0 m^-MMPLtz.^ dtl^*^ 
WXlfc. ft^n^-S^K:, proteinase K (Sigma) £500Mg/ml, FxS^HiJSt 
h U ^A£l*(w/v) ? tC^Afc^, £*l £55^^161$^ t "5 bfco 

15 M<h-5^T^ ^M^^^^x/— ;P [1M Tris-HCl(pH8.0)iCTtafa] •i'Dn* 
;WA&fflMSU£:o 7K®£IhIJKU £nk:NaCl£0. 5Nr<h&3£3;DD*-fc^, Htl^X 
^y-il/^T^^^fc^DgtM^liliRLfco lelJR^nfeit^^TEn^^T- (10m 
M Tris, ImM EDTA, pH 8.0) IzmBls. Z\tl\Z4Q[j.g/m\\ZtiLZ>£.5 KlRNase A (Sigm 

a) %Mz.TMK:ximm-( >^-htfc. <y>* h^n^^^^^y 

20 — )l- ^nD*Miaiilfe. 7X«^@iKb, £*U;iNaCl£0. 5N£&£<fc5;&nA. 

fcM, z\n&jii? ; ~)vtm?&z\ tiz&vtm ovadna) ^huku^, ieuk$ 
tifcfti^oisx^ y u >x bxy / a d n a 

#&*l£:y/ADNA£, PMWmB&mUzxmit^ Clark et al., Nucl. Acids. 
Res., 22, 2990-2997, 1994; Herman et al., Pro. Natl. Acad. Sci. USA, 93, 98 

25 21-9826, imizmm^n^mzmvxmmm^m^- h u v&mmvrc ips, m 
m.mmsEM&ot* / ad n a o^soong) &m&&\zmM 1^x20 u 1 ®y y ad n Am 
m&mmv, znizm7kmfcj-hvv&&miiim%-X:W: mmmmo.3m , tzmm 

^#r*37 t CT15^r^Mb^:„ Z\<DU^mz. 0. 6mM t: F D=^y > (Sigma) £#IM?0 
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.5mM> mai^Kiji^y C7£(Sigma)£i?&i§^3. imzfcZ>£5\Ztin%.tc&, £n£95 
h$n^^5>Wizard DNA clean-up s ys t em (Pr omega) £IB^TDNA£*S$!lb 

nt£M&w&^?y-)vmmT%z\L\z&vt%m (dna) ^siri^c nji&^nfctt 

U:^ 20 m 1 ©TEA* y 7 7 - KljRjB b fc» 

— ui tmt&tiim vtzM&izte.m&mn 1 oms#-^677~847T^^n^^@B^j 

£ & D N A £b i i su 1 f 1 1 e&S Vfc&<DmMMm Sr^T 1 7 1 bp(DDNA^i|ig $ ft % 
— ^ ^^;Wb;#MW^'7^'7--Ml<hM2i:^MUfe^^^ @2?iJ#^ 1 
■^•680~847T^$ tl^^SBB^J D N A £b i su 1 f i t e#!S b^^©^»SB^J £ 

15 WT^168bp<DDNA^iii|ii$tl^» 

Ul : 5' -TATGGGAATTTGTTGAGTTTTGT-3' (@B3«-*§2) 
U2 : 5' -AACCAACAACCCCAAACA-3' (ia^J#-^ 3 > 

20 Ml : 5' -GGGAATTCGTCGAGTTTTGC-3' (@B^iJ#-^4) 
M2 : 5' -AACCGACAACCCCGAACG-3' (IB3?>i#^ 5 ) 

nztzmomv. Tf-mt (ie^t) m^±^m^.w (hpde-4/e6E7) <d^vadna(i)43 

<£Ov d(D— gU^>.^;Hb^mSssI (NEBft) ^^D^LSbyyADNA(2)^^ViT«i 

25 mm^~v$> z>o 

?CR<DBiJfcsmkVT\$. MM£-TZ>»M%25n.gh, 20pmol//z lOifB^-T 
£#l£tl<h> each 2mM dNTP£2. 5 p. 1 10X^»^(100mM Tris-HCl pH8. 3, 500mM 
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KCK 20mM MgCl a ) £2.5^1 <h, »fM0)NA# U ;* 7 -if 5U/jtU£0. 2*t l££ii-&U 

t:(CT30#r^^T59t:^T30^ra^S^72r^T30#^^l^^;i/^-r^>^ 

X62X:\ZX20®fflZ 5)^72^:^X30^$: 1 1M ^^T^M^IM ^;Wt5 
ifttPCR^frofc. ^TtKDM&b, PCR£frofcm, it^jg^^tTP C R 

10 ^-£>ii£m&EI 2 iZ^kLZio h b ^*OIE1t#Jiimi^l2^#:T«, #M:p;wt#sft 

7?-i~?-&mmvt£Wi'& (u->v) \ztemmzntz.Mh(D^>Ftfmtbz>n. ^ 
Mmm^^^^-^mvtz^ (i/->M) K«ifii>i$nfcDNA©A>F^tB 
^n^ofc. fox, t b&mcDjEi$BMnmi<Dm&\z£>\,*T, 'j>t<a<th. mm 

#-^lT^$n^S@B^J©^^#-^-679, 687, 690, 699, 830, 834Rr/843T^n 

i-e^$n^^s@a^"j(D^#-^687, 690, 699, 830, 834s.r/843T^-n j 6n^$n 
20 zz/hz/yfc. mn<D-mmfc^&z\h\z&Q*^Mbznfzh<Dtmm-zntzo 

mmm 3 mmmmmwizm-f^Fibvn 1 \nim.fcT<n%mm&<DmmuMih^mm. 
te?<Dmm\ztt?z>*^Mkm.WM<D$b$k) 

th&&<DBBMffflti&$fc7m. (BXPc3, HPAF-II, Capan-2, MiaPaCa-2, Hs766T, P 
25 ANC-lROtoPAC) %.ZPf?£4k (IE???) B<W±&mffiM (HPDE-4/E6E7&miPDE6-E6E7c 

tbt>ntz&X<DM$& (^100mgS«») SrlmlcDISOGEN^ (=Lytf>i?~-» 

L-ctf^^-rx^, z.n\zo.2iai(Dt7uu'fc)Vj±&m%-Tmmvtc a mm'&, mm. 
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m&m&m>b>ftt& (#c* isoooxg. is^bb) ~?z>z\£\z&q, ±m&m®Lvit* ®jr 
$nfe±mtco.5mi©-r v^n/v- jvttta^xmmvit^t. m>t^m (4t:> 15000 

xg, 15$rW) -t&Z-tfc&Q. «3R (RNA) £®iKb£:o IIIJKSn&i£$*£75XX;$V 

5 Sfc, thS3l$0#li«f 2S (PANC-lRtXHPAC) £if$6x 10 5 i?!fflfl&/10cni:/ U 

T&35-aza-2'-deoxycytidine (SigmaiS) (ETF, 5Aza-dC<hf3To ) £0. 5£tMXte 
1 uHOmm ffrZ>£? tBMlzmiQLfro 5Aza-dC<D»]#>£>24RfPE^;:, 5Aza-dC^ 

mt£tix^isi^±%&<Dmmz&mv. mm^mmvt^ a ^x\ &b&3bski. m 

10 «JC5Aza-dC&««lK»anbfc. ^St4 B S fc«£HIiKU HIiR$nfe«ffl» S> 
JLIBi^^feTRNA^m • BJRLfc. 

£<D£5£bT#£>n*:RNA3 *£g£DNaseI (Ambion) Tillfct, 
LSuperscriptll (Invi t rogen) £JB V*T^M$^K:mtt£*l£::/D MzW/^c 
DNA££-J&Lfc. ^$^lfecDNASr^^LT, £AT^bfeFibrillin2 S<hF 

15 ibri 1 1 in2 kt^y-i M £ l/Tffl ^fcReal Time PCR£fT"5 £ «^ Fibri 
Hin2Jl^?©mRNAlCfi3l5'r«DNA*«}i(iUfc. £©|&, 3>hn-MlT, _hf3© 
cDNA££|M<hbT, ^TKl^bfcGAPDH S<hGAPDH A££y^-r-T-*f i: UTffl 

V^PCRgrfr? £K Glyceraldehyde 3-phosphate dehydrogenase (GAPDH) Jl 

^©mRNAfc Sf 3rT5DNA£:iii|iI Ufc* 

20 K^fy-i^— (S:sense, Arantisense) > 

Fibri 1 1 in2 S : 5' -GGCGAGGACAGCAGGAC-3 ' (@B^>J#^12) 
Fibri 1 1 in2 A: 5' - TGATATTTGCCCACTGGAACA-3' (@B3Wfl3) 
GAPDH S: 5' -AGGTGAAGGTCGGAGTCAACG-3' (E#l#-ffl4) 
GAPDH A: 5' -AGGGGTCATTGATGGCAACA-3' (@a^J#-^15) 

25 

PCR0£Jfc?ft£ LTtt- $*§tf<hT3cDNA£50ng ( £:, 10pmol/A \(D±Wfy^ & 
m2U&&l ul\£, each 2.5mM dNTP£4Ml<h, 5mM dUTP£4Ml£, 10XSYBR Gree 
n PCR Buffer£5#U 2 5mM MgCl 2 £6/zk USfcttDNA #U*5—- £ (AmpliTaq Gold 
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) 5 U/aU£0. 3/zK AmpEraseUNGSrO. 5jLtl£&g'&U Z\tUz$mMWk&lMXTW 
tk&50u\£ls?5i%(D%:m\,*feo Real Time PCRte, iCycler Thermal Cycler (Bio-R 
ad Laboratories) &m^xmWVfeo Fibril 1 in2Jl^*5J;^GAPDHit^(DmRNAtC 
*^T§DNA$r^iH-r^«-a-t«, ^m&JfoWL*. 9SVl,ZT10ftmUMl>rc'&, 95*C 
5 ^T30#K> S9X:\ZXZ0m^ 72 t CtCT30#P^^l^--<^;i/tbTReal Time PCRSr 
fr ^ > Fibril li n2 «£ iXGAPDHit^^ b 

^i&0 3^4tsbfc. khft*©wb (jew Bm-t&mmw (h 

PDE-4/E6E7K.££HPDE6-E6E7c7) Fibri 1 1 in2itfe^©mRNAfcS^-r^>DNA 

tmmtsnrccDizttv, mm,mmm.W7m<D^'rti(Dm^\z^xh, mmmz& 

10 til^n^^ofco BP^s th*5f5©^fb (IE#) 0W-t&*fflJI&#c (HPDE-4/E6E7R 
tXHPDE6-E6E7c7) TteU Fibri 1 1 in2Afc^<Af§^;«!&£nfc<m;:;ttU BBmMm 
* 7 tUC&UT fc, Fibri 1 1 in2jt^CD^^J6 e.n^ofco 

0. 5mMX&1uM SAza-dC^^TJCig^^n^cPANC-lROTACO^tc:^ Fibri 
llin2Jt^(DniRNA^S5feT^DNA^tjtl$n^:o illfl, GAPDHjl^(DmRNA^S5l5T^>D 

15 NAfct, Tf-lfcfc (jEit) #W±^iSfflJ^* (HPDE-4/E6E7RmiPDE6-E6E7c7) (D^K.££5 

Az^-dm^Tiz^m^nr^mmmmmm?mc-mzs^kc<Dm^^^u. o. s^m 

Xtel AtM SAza-dC^ffiTtCl^^n^PMC-lROTACCD^-a-CDl^tliCl^ViTt)^ 
^^ffi^tUto BP^, jl^lli^m^ANC-l^tJCHPAC©^^^, ;>WWblfi^Rl<£> 
METKFibril 1 in2it^©^^86 

mz&wmisn. fr-D, *^Mm.mm<D&i£rx Fibri m^m.B.^^mr^ 
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saaw-tt 3 

@B^iJ#^ 5 

pcR^fefe^w-^nfc^-u^^i/^H^-r^- 

10 |H^J#-^7 

PCROj^fe^th^nfe^-Urf^^W^F^-i'v— 

ga^j#-^ 8 
m&m^ 9 

15 ^n-^©fc«>ic»!»f$nfc^U =r* ^ F 
SH^iJ#-^ 1 0 

gB#|#-*§-l l 

7u - ^ ©fc 86 £ nfe* U rf % 2 VHr^ F 
20 @g^ij#-^ l 2 

BB#|#-{§- 1 3 

PCROfed&t^^nfc^-Urf^^l^^H^-r^- 

ib#i## i 4 

25 pcRo^8e){ctgff $n&;*- u rf 5? * H^-r 

5 
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5 (2) «ij^^n^HuiB^^;i/^^x«^n^iiii^^^m^M<h> ^Htt^jt 

10 

15 -IS, $lZS 

s £ £ Mttsittm 

25 
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5 i©HMS. 

mmmz&2>mMm&miz#&-rz>— omjiw -cg-3' T^snsmssa^j*©^ 

10 

15 &&TZ>—oU±<DS' -CG-3* T^^n^^SIB^J^Ov-hv'X^^^WbMS-Tr^ 

mmz3f&tz>— -?u±(D5' -cg-3* -c^n^mMmm^(Dzy y^xd^m\m. 

±<D5' -CG-3' T^n^aSE^*©^ h ^><£>^;Hfcgg3n?&£ Z£&ftWt.t 

25 
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16. WSM^OlM^lffitS^T^oT, 

T<D&mmw<DmT~$> %z\t ^wwctt zm&m 1 6 mmcDwrnjimo 

10 

1 8. Fibril lin2jl^<D^m^©»^ M^^fc^<Di|g^jg^©»Tc&3 

1 9. Fibril lin2jte^©^^©*^ Mmi&fc*(DmmmM(DmT»$>Z> 
15 #®t-T^»^3S 1 7 fB«c(DW«^o 

2 0. Fibril lin2it^?©fgfl?Hgirr ^>tl^^Wr^^K©^^j*T*oT, 

(1) MliS^^#fK^M$ii-^m-Xig, 

(2) I-IS (1) ^fc, MffiMlS^*tl§Fibrillin2m^©^^%»Sr 

20 zaujrr £fg-n§, 

^#jS^#T^Fibrillin2m^©^^M-r^tg^^^-r^^HX^ 

25 21. ffimm*mMffim^&%z\£*wwLt'rz>m*-m2 otmvmm-Xj&o 
2 2. t»tbT, m&m2 o <Dmm-%mz£vn J m2nf£mt!&G-rz>Mmz: 
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2 3. f^itT, Fibrillin2©T^y^@a^J<£n~H-r-5±^S@3^J : SrWf 

5 

2 4. j|-7^-ttTO, ^^;Wb$nfcFibrillin2Jt^©^fflo 

2 5. ^T-^-*t#ii0^^-T*se:t$#m^T^^2 4ia«c©^M. 

10 

2 6. m^&&h&m2n5%m%nw<D&mz&z>mmz, Fibriiii^}*^?©* 

15 2 7. ^#)ll^TS^Cl<h$#mt'r^M^2 6lBm©^b«J^feo 
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SEQUENCE LISTING 

<110> JAPAN as represented by PRESIDENT of NATIONAL CANCER CENTER 
<110> SUMITOMO CHEMICAL COMPANY, LIMITED 

<120> Method for evaluating the cancerous grade 

<130> S10807W001 

<150> JP 2003/322822 
<151> 2003-09-16 

<160> 15 

<210> 1 
<211> 2200 
<212> DNA 
<213> Homo sapiens 

<400> 1 

cctcgccccc tccagccggc cccccgggcc cctcctctcg gcgcccggac cttggccctc 60 

cctctccttt cccacttctc tctttgccct aacttcgccc ccatcccccg ctcatttcct 120 

ctcgcacccg ggctcgccaa tccctctttc caagtccctc ttccagcccg gccttcctct 180 

cgggttcgcc ccccttctcc ccaatctccg tcctcttccc tcccttcgcc ctccccccct 240 

tccttcctct tcccctcacc caaccctggt tcccctcgtt cctcagtccc gatctctccc 300 

ttactctgtc cccgcccact ctgcgccggc ctctcagtcc gggttgagcc ccacgtgtgg 360 

acggccgcgc ccccactgac agccgccgcc cgccggcccg ccccgcgccc cgccgggcct 420 
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ctaaaacccc cgcgccgcgc cctccaccgc 
ctctctcttg ctggccgcac gccccggccc 
acccgcgctt cgttgccctg tgggactccg 
ctgggggcga cttttgtttg cttgcctgtt 
atccgtcttc ggagcgcacg ggaatccgcc 
gaggttcaca ttttttgaaa ttttacgcca 
gacggtcctg gagtcgctcg gggctttagg 
gccggctgca cctccgccgc gcctcgccgc 
cgcttcgcgg gcagtcaggg ggccggcgct 
ccgagcccga gggagtcccc ggagccgacg 
aggcgcgcag attttgtctt tgatcactcc 
ggcgccggcg atggggagaa gacggaggct 
ctgtgtggtg ctctgggcgc agggcacggc 
gccccggccc cagccgccgc cgcaacaggt 
gtttctagcg cccgagtatc gcgaggaggg 
aggacagcag gacgtgctcc gagggtaagt 
cttgggggag gggggaatcc tcagtttggc 
ttagctggag cctagagctg cagccccctt 
cgtccccctt ttccttccca accccgcagc 
ttgggcggcg ggtggttagg gggtccaggg 
cgctgcggga acaggttctg aatgtccggc 
gggccagaga agcctgcttg ctccccacgt 
aggacgtgtg cagggttcac agctcacctt 
gacgcgcttt ccttgacacg tcggggccaa 
gggaaggagg gcaaggattc tttggaacgg 
ctagaatagt agcaaattat atgtttccat 
agggacgaca gatgaaaggc agtgtttaga 
agctcttttg cttccacgtc tgcctcccga 
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cgcatcttct ccagcgccca gcctcccgcc 480 
cgcgcacctc cgcccggctc cgcagccgct 540 
agcgagcccg gagggaaccc tcctcttctt 600 
tctttctggt gacttttgca gctttccaat 660 
gagctctgcg tgcaggccct tttttctttt 720 
gggcttttgt aatttcctcc cccgcccgct 780 
ccggttatgc aacgtgtacc gctcggggct 840 
tcactgcgct agacccggcg ccccgcgtct 900 
ctgtcgaggt ctccagctag agcagggagc 960 
aagggcttat tagaccctga ctcttttctg 1020 
ctctccgcgg gtctacggcc gcgcgctttc 1080 
gtgtctccag ctctacttcc tgtggctggg 1140 
cggccagcct cagcctcctc cgcccaagcc 1200 
tcggtccgct acagcaggct ctgaaggcgg 1260 
tgccgcagtg gccagccgcg tccgccggcg 1320 
gggcaagcgg ctccgcacct agggctccgg 1380 
ggctttctgg cccactccgt cccagaccct 1440 
tgccagaata tccaaagacc cccaggagcg 150O 
tcagcgggcg gaaagccctc tctccggggg 1560 
gtgccgatcg cagagcgtgt gcagagctcg 1620 
ggcaggcggg cctgggtccg cctgctgcag 1680 
cggggccgcc gctcgtgagc cttttgtttg 1740 
ctcatcgtca acccgagcgc tccaccttgc 1800 
agtaacagtt gaccaaggag gaatggattt 1860 
aatggtccct ttgttctctg catctggaag 1920 
gcctcttttc gccctttaaa aaggcaggca 1980 
catttctgac cctcctgcat tccagcatct 2040 
tctccaataa tttgaagtgt aattttgatt 2100 
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tgtttgttgt cctgaaatct actcgctcgg ggcattgctt acgaagaccg tttatatgtt 2160 
gctgcatccc tctacctatc tgttacgtga ccgcgcttgt 2200 

<210> 2 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 2 

tatgggaatt tgttgagttt tgt 23 

<210> 3 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 3 

aaccaacaac cccaaaca 18 



<210> 4 
<211> 20 
<212> DNA 



WO 2005/026350 

4/8 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 4 

gggaattcgt cgagttttgc 20 

<210> 5 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 5 

aaccgacaac cccgaacg 18 

<210> 6 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 



<400> 6 
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tagttggagt ttagagttgt a 21 

<210> 7 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 7 

cttctctaac ccctacaac 19 

<210> 8 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 8 

ttgtttttgg agtgtatggg aatttgttga gttttgt 37 

<210> 9 
<211> 37 
<212> DNA 

<2T3> Artificial Sequence 
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<220> 

<223> Designed oligonucleotide primer for probe 
<400> 9 

tcgttttcgg agcgtacggg aattcgtcga gttttgc 37 

<210> 10 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 10 

ttggttatgt aatgtgtatt gtttggggtt gttggtt 37 

<210> 11 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for probe 
<400> 11 

tcggttatgt aacgtgtatc gttcggggtt gtcggtt 37 
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<210> 12 
<211> 17 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 12 

ggcgaggaca gcaggac 17 



<210> 13 
<211> 21 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Designed oligonucleotide primer for PCR 



<400> 13 

tgatatttgc ccactggaac a 21 



<210> 14 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Designed oligonucleotide primer for PCR 
<400> 14 

aggtgaaggt cggagtcaac g 21 

<210> 15 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for PCR 



<400> 15 

aggggtcatt gatggcaaca 20 
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